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TITLE: Glycomimetics as selectin antagonists and pharmaceuticals having 
antiinflammatory activity 

Brief Summary Text (4) : 

The circulation of blood cells, for example leukocytes, neutrophils, granulocytes 
and monocytes, is, at the molecular level, a highly complex multistage process of 
which only individual steps are known (for a review see: Springer, Cell 76:301-314 
(1994)). Recent research has shown that both localization of neutrophils and 
monocytes at foci of inflammation and lymphocyte recirculation, which is crucial in 
immune monitoring, respond to very similar molecular mechanisms. Thus, in acute and 
chronic inflammatory processes leukocytes adhere to endothelial cells and migrate to 
the focus of inflammation and into the secondary lymphatic organs. This process 
involves numerous specific signal molecules, for example interleukins , leukotrienes 
and tumor necrosis factor (TNF) , G-protein coupled receptors and, in particular, 
tissue-specific cell adhesion molecules, which precisely control immune cell and 
endothelial cell recognition. The most important adhesion molecules involved in this 
process, designated below as receptors, include the selectins (E-, P- and 
L-selectins) , integrins and the members of the immunoglobulin superfamily. 

Brief Summary Text (6) : 

The tetrasaccharides sialyl-Lewis-X (SLeX) and sialyl-Lewis-A (SLeA) , which occur as 
substructures of glycosphingolipids and glycoproteins on cell membranes, can 
function as ligands for all three selectin receptors. A series of glycoproteins, 
mucins and glycolipids are known to be suitable endogenous ligands for the 
selecting. These include: Mucosal Vascular Addressin MadCAM-1 (Berg et al . , Nature 
366:695 (1993)) and Sialomucin CD34 (Baumhuter et al., Science 262:436 (1993)) for 
L-selectin: 0-linked polylactosamine-sialomucin PSGL-1 on human neutrophils for 
P-selectin (Moore et al . , J.Biol. Chem. 269:23318 (1994); and N- linked 
sialoglycoproteins of the ESL-1 type for E-selectin (Vestweber et al . , Cell Biol. 
121 :449 (1993) ) . 

Brief Summary Text (87) : 

This receptor-mediated interaction of leukocytes and endothelial cells is regarded 
as an initial sign of the inflammatory process. In addition to the adhesion 
molecules already physiologically expressed, under the action of inflammatory 
mediators ( leukotrienes, platelet activating factor) and cytokines (TNF-alpha, 
interleukins) , a temporally graded, massive expression of adhesion molecules takes 
place on the cells. They are at present divided into three groups: the 
immunoglobulin gene superfamily, the integrins, and the selecting. Whereas adhesion 
takes place between molecules of the Ig gene superfamily and the protein-protein 
bonds, lectin-carbohydrate bonds are predominant in the interaction of selectins 
(Springer, Nature 346:425 (1990); Hughes, Scrips Magazine 6:30 (1993); Springer, 
Cell 76 :301 (1994) ) . 
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Brief Summary Text (7) : 

Some of the important factors that mediate endothelial -neutrophil adhesion to 
initiate the inflammatory response are: bacterial products (e.g., endotoxin), 
complement fragments (e.g., C5a) , chemotactic peptides, leukotriene B . sub . 4 
(LTB.sub.4), platelet activating factor (PAF) , transferrin, and cytokines (e.g., 
IL-1 and TNF) . These mediators stimulate activation of neutrophils and/or 
endothelial cells leading to expression of important adhesion molecules, such as 
integrins and selectins that mediate neutrophil binding. The adhesion of neutrophil 
to activated endothelium leads to neutrophil activation. Activated neutrophils have 
enhanced adhesion properties and the cells are highly migratory. The cells are also 
chemotactic and phagocytic. It is largely through their phagocytic activity that 
neutrophils promote clearance of infectious organisms. 

Brief Summary Text (14) : 

In addition, as noted above, it is now known that the neutrophil adhesion to 
activated endothelium is a prerequisite for the inflammatory response. Proteins 
expressed by activated endothelium which are critical for neutrophil adhesion are 
selecting, such as P-selectin and E-selectin, and the immunoglobulin (Ig) 
superfamily members, such as CD54 (intercellular adhesion molecule-1 or ICAM-1) . 
Neutrophils also express surface adhesion molecules, such as the .beta. 2 integrin 
LFA-1 (CDlla,b, c/CD18) , which binds to ICAM-1, and L-selectin, which binds 
P-Selectin glycoprotein ligand-1 ( PSGL-1 ) on already adherent neutrophils and 
heparan sulf ate-related molecules on activated endothelial cells. However, of 
paramount importance to the initial steps in inflammation, is the adhesion of 
neutrophils to selecting on endothelial cells. The general roles of adhesion 
molecules in inflammation are discussed in "The Sensation and Regulation of 
Interactions within the Extracellular Environment: The Cell Biology of Lymphocyte 
Adhesion Receptors" (1990) by T. A. Springer, in the Annual Review of Cell Biology, 
Vol. 6:359-402. 
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AUTHOR: MACLOUF J; MURPHY R C; HENSON P M 

AUTHOR ADDRESS: DEP. PHARMACOL. C236 , UNIV. COLO. HEALTH SCI. CENT., 4200 

EAST 9TH AVENUE, DENVER, COLO. 80262. 
JOURNAL: BLOOD 74 (2). 1989. 703-707. 1989 
FULL JOURNAL NAME: Blood 
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LANGUAGE: ENGLISH 
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LEUKOTR I ENE S C-4 AND D-4 STIMULATE HUMAN ENDOTHELIAL CELLS TO SYNTHESIZE 

PLATELET-ACTIVATING FACTOR AND BIND NEUTROPHILS 
AUTHOR: MCINTYRE T M; ZIMMERMAN G A; PRESCOTT S M 

AUTHOR ADDRESS: NORA ECCLES HARRISON CARDIOVASCULAR RES. TRAINING INST., 
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Arachidonic acid metabolites in acute myocardial infarction. 
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1st Department of Internal Medicine, National Defense Medical College, 
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Low-adenosine antisense oligonucleotide agents, compositions, kits and 
treatments for respiratory disorders 
INVENTOR (AUTHOR) : Nyce , Jonathan W. 
LOCATION: USA 
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PATENT: PCT International ; WO 200009525 A2 DATE: 20000224 
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ABSTRACT: Activation of the complement cascade with the generation of 
anaphylatoxins accompanies the inflammatory response elicited by acute 
myocardial ischemia and reperfusion. Although 

complement is activated in the interstitium during acute myocardial 
ischemia, we have studied mechanisms whereby complement might 
exacerbate ischemia by using a model employing intracoronary 
injection of C5a in nonischemic hearts. Intracoronary injection of 
complement component C5a induces transient myocardial 
ischemia, mediated through the production of the coronary 
vasoconstrictors thromboxane A2 and peptidoleukotrienes (LTC4, 
LTD4) , and causes sequestration of polymorphonuclear leukocytes (PMN) in 
the coronary vascular bed. To further investigate the role of the PMN in 
the C5a-induced vasoconstriction, the left anterior descending coronary 
artery (LAD) in pigs was perfused at constant pressure and measurements 
of coronary blood flow, myocardial contractile function 
(sonomicrometry) , arterial/coronary venous blood PMN count, and 
thromboxane B2 (TxB2) levels were performed. The myocardial 



response to intracoronary C5a (500 ng) was determined before, during and 
after perfusion with blood depleted of PMNs using leukocyte filters 
(Sepacell R-500, Pall PL-100) . In additional animals, the 
myocardial response to the PMN chemotactic agent, LTB4 , and the 
effects of intracoronary C5a during constant flow perfusion were 
measured. Control intracoronary injection of C5a decreased flow (41% of 
baseline) and contractile function (39% of baseline) , PMNs were trapped 
(5.1 .times. 103 cells/ . mu . 1 ) , and TxB2 concentration increased in 
coronary venous blood. The response to C5a during coronary perfusion with 
arterial blood depleted of PMNs with Sepacell or Pall filters (< 0.1 
.times. 103 cells/. mu.l) was greatly blunted, with flow and contractile 
function falling by less than 14 and 8%, respectively, from baseline, and 
release of TxB2 was greatly attenuated. However, the myocardial 
ischemia and TxB2 release remained depressed in response to C5a 
after removal of the filters and perfusion with either arterial blood 
containing normal levels of PMNs or stored arterial blood never exposed 
to filters. In contrast, the repeat C5a challenge resulted in equivalent 
myocardial extraction of PMNs, thus indicating a dissociation of 
PMN sequestration from the acute ischemic response and release of 
TxB2 . In a separate experiments, the intracoronary injection of LTB4 also 
resulted in a pronounced myocardial extraction of PMNs (8.6 
.times. 103 cells/. mu.l) greater than during C5a, but did not depress 
coronary flow or function. Perfusion at constant flow greatly diminished 
the ischemic response to C5a, indicating that vasoconstriction and 
resultant ischemia is the main cause of the contractile 
dysfunction. These data indicate that leukocyte filters inhibit the 
myocardial ischemia and release of TxB2 induced by C5a via 
mechanisms not related to PMN depletion. These filters may directly 
desensitize the myocardium or may induce the release of factors that 
interfere with the effects of C5a in our model. These data argue against 
a causal role of microvascular obstruction of PMN trapping in the acute 
myocardial ischemic response to intravascular activated 
complement C5a and suggest that the acute ischemic response may 
have PMN- independent components. However, the longterm contribution to 
injury of PMNs trapped by complement activation during ischemia 
requires further study. 
? t s7/kwic/2 

>>>KWIC option is not available in file(s): 399 

7/KWIC/2 (Item 2 from file: 5) 

DIALOG(R) File 5:(c) 2002 BIOSIS. All rts . reserv. 

INTRACORONARY C5A INDUCES MYOCARDIAL ISCHEMIA BY MECHANISMS 

INDEPENDENT OF THE NEUTROPHIL LEUKOCYTE FILTERS DESENSITIZE THE 
MYOCARDIUM TO C-5A 

. . .ABSTRACT: the complement cascade with the generation of anaphylatoxins 
accompanies the inflammatory response elicited by acute myocardial 
ischemia and reperfusion. Although complement is activated in 
the interstitium during acute myocardial ischemia, we have 
studied mechanisms whereby complement might exacerbate ischemia by 
using a model employing intracoronary injection of C5a in nonischemic 
hearts. Intracoronary injection of complement component C5a induces 
transient myocardial ischemia, mediated through the 
production of the coronary vasoconstrictors thromboxane A2 and 
peptidoleukotrienes (LTC4, LTD4) , and causes sequestration of 
polymorphonuclear leukocytes (PMN) in the coronary vascular bed. To 
further. . . 

...artery (LAD) in pigs was perfused at constant pressure and measurements 
of coronary blood flow, myocardial contractile function 
(sonomicrometry) , arterial/coronary venous blood PMN count, and 
thromboxane B2 (TxB2) levels were performed. The myocardial 
response to intracoronary C5a (500 ng) was determined before, during and 



I 
i 



after perfusion with blood. . . 

...of PMNs using leukocyte filters (Sepacell R-500, Pall PL-100) . In 
additional animals, the myocardial response to the PMN chemotactic 
agent, LTB4, and the effects of intracoronary C5a during constant... 

...14 and 8%, respectively, from baseline, and release of TxB2 was greatly 
attenuated. However, the myocardial ischemia and TxB2 release 
remained depressed in response to C5a after removal of the filters and. . . 

...arterial blood never exposed to filters. In contrast, the repeat C5a 
challenge resulted in equivalent myocardial extraction of PMNs, 
thus indicating a dissociation of PMN sequestration from the acute 
ischemic response and release of TxB2 . In a separate experiments, 
the intracoronary injection of LTB4 also resulted in a pronounced 
myocardial extraction of PMNs (8.6 .times. 103 cells/. mu.l) greater 
than during C5a, but did not depress coronary flow or function. Perfusion 
at constant flow greatly diminished the ischemic response to C5a, 
indicating that vasoconstriction and resultant ischemia is the main 
cause of the contractile dysfunction. These data indicate that leukocyte 
filters inhibit the myocardial ischemia and release of TxB2 
induced by C5a via mechanisms not related to PMN depletion. These... 

...data argue against a causal role of microvascular obstruction of PMN 
trapping in the acute myocardial ischemic response to 
intravascular activated complement C5a and suggest that the acute 
ischemic response may have PMN- independent components. However, the 
longterm contribution to injury of PMNs trapped by complement activation 
during ischemia requires further study. 
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Nov 14, 2 002 



DOCUMENT- IDENTIFIER: US 20020168366 Al 

TITLE: Compositions and methods for producing vascular occlusion 



Summary of Invention Paragraph (68) : 

[0062] As noted above, a composition or method of the present invention includes a 
platelet specific agent or component. Exemplary platelet specific agents or 
components include but are not limited to von Willebrand factor (VWF) , osteopontin, 
fibrinogen, fibrin, fibronectin, vitronectin, collagen, thrombospondin, laminin, 
heparin, heparan sulfate, chondroitin sulfate, phospholipase A2, matrix 
metalloproteinases (MMPs) , thrombin, glass, sialyl-lewis X, fibulin-1, 
platelet-endothelial cell adhesion molecule (PECAM) , intercellular adhesion molecule 
1 (ICAM-1) , ICAM-2, MAC-1, LFA-1, PSGL-1, either singly or in combination. 

Summary of Invention Paragraph (71) : 

[0 065] As noted above, a composition or method of the present invention may include 
a platelet-mediated occlusion retarder or the like. The platelet-mediated occlusion 
retarder may be a moiety that forms a portion of a bi- functional molecule as noted 
above, may be an ingredient in a composition according to the invention, and/or may 
be administered separately from a composition according to the invention. Those 
skilled iin the art will recognize that it may be desirable to include or use a 
platelet-mediated occlusion retarder when the individual receiving therapy based on 
the method of the present invention has an underlying propensity to thrombose (i.e. 
form clots too rapidly and/or in inappropriate locations in the body) . Although the 
method of the present invention is directed to the formation of a thrombus in the 
tumor vasculature, individuals with a propensity to thrombose may form thrombi in 
inappropriate locations during the course of the therapy described by the present 
invention. Use of agents to reduce the rapidity and/or extent of thrombosis could be 
used to minimize the risk of forming thrombi in inappropriate locations in the body. 
Examples of conditions whereby the individual receiving therapy encompassed by the 
present invention may require the use of occlusion retarders are, but are not 
limited to, coronary artery disease, acute myocardial infarction, transient ischemic 
attack, stroke, high blood pressure, ATI I I deficiency, Protein C deficiency, Protein 
S deficiency, heparin- induced thrombocytopenia, deep vein thrombosis, peripheral 
vascular disease and/or Factor V Leiden deficiency. 

Summary of Invention Paragraph (85) : 

[0079] Exemplary conditions that may warrant using controllers, retarders, or agents 
that diminish a method or composition of the invention include but are not limited 
to pro -thrombotic or pro-coagulant conditions, such as Factor V. sup. Leiden 
deficiency, antiphospholipid syndrome (APS) , Protein C and/or Protein S and/or 
Antithrombin III deficiency, deep vein thrombosis (DVT) , pseudo-von Willebrands 
disease, Type lib von Willebrands disease, peripheral vascular disease (PVD) , and 
high blood pressure, among others. Exemplary conditions that may warrant using 
enhancers or agents that augment a method or composition of the invention include 
but are not limited to any condition that includes a risk of hemorrhage, including 
but not limited to coagulation factor deficiencies, hemophilia, thrombocytopenia, 
and anticoagulation therapy, among others. Also, controlling thrombus generation 
includes at least one of altering the temperature at the pre-determined site, 
altering the rate of blood flow at the pre-determined site, and altering the blood 
pressure at the pre-determined site. 



1 of 1 



12/22/02 1:16 PM 



Record Display Form 



http://westbrs: 8002/bin/gate.exe?f=doc&. . . WIC&p_doc_2=&p_doc_3=&p_doc_4=&p_doc_5 : 





□ 



Generate Collection 



Print 



L2: Entry 5 of 11 



File: PGPB 



Nov 29, 2001 



DOCUMENT- IDENTIFIER: US 20010046970 Al 
TITLE: Inhibition of selectin binding 



Summary of Invention Paragraph (20) : 

[0018] Each of the selectins has a different family of natural ligands on the 
surface of the opposing cell (see McEver et al . , 270:11025, 1995). E-selectin binds 
strongly to a ligand designated ESL-1. In contrast, antibody blocking studies 
indicate that essentially all the binding sites for P-selectin on leukocytes are 
attributable to an O-glycosylated protein designated PSGL-1 (P-selectin glycoprotein 
ligand 1) (Moore et al . , J. Cell Biol. 128:661, 1995). The natural ligands 
identified for L-selectin is neither of these, but include other glycoproteins with 
the designations GlyCAM-1, CD34, and MAdCAM-1. 

Summary of Invention Paragraph (21) : 

[0019] The binding specificity indicates that at least two of the three selectins 
must be recognizing a ligand component beyond the sLe.sup.x structure. In addition 
to the oligosaccharide, P-selectin must bind a site on PSGL-1 with features 
different from ESL-1 and from other mucin-like O-glycosylated proteins, such as 
CD4 3 . 

Summary of Invention Paragraph (24) : 

[0022] The sulfate component has been mapped more precisely in the structure of the 
P-selectin ligand PSGL-1 . The requirement in P-selectin is provided by one or more 
sulfated tyrosines near the N- terminus of the polypeptide backbone, separate from 
the glycosylation site. 

Summary of Invention Paragraph (25) : 

[0023] Wilkins et al . (J. Biol. Chem. 270:22677, 1995) demonstrated that PSGL-1 
synthesized in human HL-60 cells can be metabolically labeled with 

[. sup . 35S] sulfate . It was shown that most of the .sup.35S label was incorporated 
into the polypeptide in the form of tyrosine sulfate. Treatment of PSGL-1 with a 
bacterial arylsulf atase released sulfate from tyrosine, and resulted in a concordant 
decrease in binding to P-selectin. 

Summary of Invention Paragraph (26) : 

[0024] Pouyani et al . (Cell 83:333, 1995) demonstrated that selective inhibitors of 
sulfation compromised binding of HL-60 cells to soluble P-selectin but not 
E-selectin. The cell-surface expression of sLe.sup.x or the polypeptide were not 
compromised by treatment. Deletion analysis of isolated PSGL-1 constructs localized 
the binding component to residues 20-40. The segment contains three tyrosine 
residues, and when these were changed to phenylalanine, P-selectin binding activity 
was abolished. Furthermore, when the 2 0 amino acid segment was fused on to a 
different protein, it was again sulfated during biosynthesis and had binding 
activity for P-selectin. These authors suggested that the sulfated tyrosines 
interact with P-selectin not through the carbohydrate binding domain of P-selectin, 
but through the EGF-like domain, which is located closer in the protein sequence to 
the membrane spanning domain. 

Summary of Invention Paragraph (27) : 

[0025] Sako et al . (Cell 83:323, 1995) performed another series of binding 
experiments using the extracellular domain of PSGL-1 expressed as a fusion protein. 
The assay required fucosylation of the protein and cations in the assay medium, 
consistent with a dependence on carbohydrates like sLe.sup.x. Mutation of the 
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putative N-linked glycosylation sites had no effect on selectin binding, suggesting 
that the carbohydrate requirement was 0- linked. However, mutation of three tyrosines 
to phenylalanine abrogated binding activity for P-selectin. Binding of E-selectin, 
for which PSGL-1 can also act as a ligand, was not affected by removal of the 
sulfation sites . 

Summary of Invention Paragraph (28) : 

[0026] The binding affinity of P- and L-selectin for sLe.sup.x is in the mM range 
(Nelson et al. # J. Clin Invest. 91:1157,1993). In contrast, the affinity of 
P-selectin for the natural ligand is in the nM range (Moore et al . , J. Cell Biol. 
112:491, 1991), a difference in potency of . about . 10 . sup . 6 fold. Synthetic 
oligosaccharides containing multiple sLe.sup.x units only partly make up the 
difference, so the effect is not just due to ligand valency. The disparity is also 
attributable to the requirement of P- and L-selectin for a strong anionic 
determinant, like the sulf otyrosines on PSGL-1 . Compounds effective in the same 
concentration range as PSGL-1 must be able to supply a similarly effective 
determinant combination. 

Summary of Invention Paragraph (39) : 

[0036] Also embodied are compositions for treating a disease characterized by local 
alteration in the adherence of leukocytes or cancer cells to vascular endothelium, 
platelets or lymphatic tissue, comprising a polymerized lipid composition comprising 
a sheet of lipids wherein a proportion of the lipids are covalently crosslinked, a 
proportion of the lipids have an attached saccharide, and a proportion of the lipids 
not having an attached saccharide have an acid group that is negatively charged at 
neutral pH. Diseases of interest include but are not limited to cardiac disease 

(such as ischemia reperfusion injury, myocardial infarction, myocarditis, 
restenosis, and deep vein thrombosis) , hemmorhagic shock, arthritis, asthma, and 
metastatic cancer. 

Brief Description of Drawings Paragraph (3) : 

[003 9] FIGS. 2A and 2B depict some of the aspects of selectin binding. In FIG. 2A 
the boxed panel shows the receptor ligand pairs known for L-, P- and E-selectin. 
They are depicted on the same cell for convenience, but participate in different 
ways to cell adhesion and migration. FIG. 2B is a detail showing the dual binding 
site model for P-selectin. In the ligand PSGL-1, the negative groups correspond to 
three sulf otyrosine residues. In contrast, there is no evidence for a separate anion 
binding site for E-selectin. 

Detail Description Paragraph (6) : 

[0050] 3. A negatively charged or electronegative group (usually a carboxylic acid 
or oxyacid) that meets the anionic binding requirement of P- and L-selectin. There 
is no requirement that the group play exactly the same role as the sulf otyrosines of 
PSGL-1, as long as the anionic binding requirement is satisfied. 

Detail Description Paragraph (9) : 

[0053] The negatively charged group of the natural ligand PSGL-1 is sulf otyrosine, 
and the nature of what would be required to satisfy the anionic binding requirement 
in liposomes was unknown. It was found that the anionic binding requirement does not 
require the anion to be on a protein or carbohydrate component, but can be directly 
coupled to lipids that become part of the lipid sheet. Surprisingly, the anionic 
component need not be a sulfate group, but can be provided as a simple carboxylic 
acid headgroup on the lipid. 

Detail Description Paragraph (59) : 

[0103] Polymerized liposomes of this invention can be classified on the basis of 
their potency in various test assays known in the art. For example, when tested for 
inhibition of the binding of isolated selectin to cells expressing a selectin ligand 
such as PSGL-1 , the liposomes preferably are able to inhibit the binding in a manner 
that attains 50% maximal inhibition (IC.sub.50) at a concentration of no more than 
about 10 TM, preferably no more than about 1 TM, still more preferably no more than 
about 100 nM, and even more preferably no more than about 10 nM oligosaccharide 
equivalents. A preferred binding assay of this type uses HL-60 cells, and is 
illustrated in Example 2 . Polymerized liposomes may also be categorized in any assay 
on the basis of the relative IC.sub.50 compared with a suitable standard. The 
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standard may be an oligosaccharide presented uncomplexed to liposomes or in a 
monomeric form, such as sLe.sup.x or sLe.sup.x analog. The standard may also be a 
liposome having no oligosaccharide but otherwise the same lipid composition, or a 
liposome made with 100% carboxy terminated or hydroxy terminated lipids. In certain 
embodiments, the polymerized liposomes have an IC.sub.50 which is preferably 
10 . sup . 2-fold lower, more preferably about 10 . sup . 3 -fold lower, more preferably 
about 10. sup. 4-fold lower, still more preferably about 10 . sup . 5-fold lower, and even 
more preferably about 10 . sup . 6-fold lower than that of the standard. 

Detail Description Paragraph (72) : 

[0116] A convenient one-cell assay for P-selectin inhibitors makes use of HL-60 
cells, available from the ATCC. HL-60 cells naturally express the PSGL-1 antigen at 
about 36,000 sites per cell (Ushiyama et al . , J. Biol. Chem. 268:15229, 1993). The 
assay is described in Brandley et al . (Glycobiol . 3:633, 1993). Briefly, an E or 
P-selectin chimera is incubated with biotinylated goat F(ab'), anti-human IgG Fc, 
and an alkaline phosphatase -streptavidin conjugate for 30 min. This complex is then 
incubated with potential inhibitors for .about. 45 min at 37. degree. C. 50 TL of the 
mixture is added to each well of round-bottom microtiter plates previously blocked 
with BSA. An equal volume of an HL-60 cell suspension is added and the plate is 
incubated for 45 min at 4. degree. C. Cells are pelleted to the well bottoms by 
centrif ugation, washed, and developing using p-nitrophenyl phosphate. 

Detail Description Paragraph (90) : 

[0134] Reperfusion injury is a major problem in clinical cardiology. Therapeutic 
agents that reduce leukocyte adherence in ischemic myocardium can significantly 
enhance the therapeutic efficacy of thrombolytic agents. Thrombolytic therapy with 
agents such as tissue plasminogen activator or streptokinase can relieve coronary 
artery obstruction in many patients with severe myocardial ischemia prior to 
irreversible myocardial cell death. However, many such patients still suffer 
myocardial necrosis despite restoration of blood flow. Reperfusion injury is known 
to be associated with adherence of leukocytes to vascular endothelium in the 
ischemic zone, presumably in part because of activation of platelets and endothelium 
by thrombin and cytokines that makes them adhesive for leukocytes (Romson et al . , 
Circulation 67:1016, 1983). The adherent leukocytes can migrate through the 
endothelium and destroy ischemic myocardium just as it is being rescued by 
restoration of blood flow. Ischemia may occur pursuant to a myocardial infarction or 
as a result of complications of surgery, such as deep vein thrombosis. Another 
inflammatory condition of concern in cardiology is restenosis. 

Detail Description Paragraph (155) : 

[0194] Glycoliposomes containing 5% sulfo Le.sup.x analog and 95% 

hydroxyl -terminated lipid were tested in a flow adhesion assay (Alon et al . , Nature 
374:539, 1995) . Briefly, P-selectin chimera is immobilized in a flow chamber and the 
affinity of HL-60 cells for this substrate is manifest for their ability to roll 
slowly along on the surface. The interaction is specific for the PSGL- 1 mucin domain 
on the HL-60 cells and the inhibitor's ability to block cell adhesion under 
physiological flow rather than under static conditions. At a glycolipid 
concentration of 1 TM, this glycoliposome formulation was able to completely inhibit 
HL-60 cell rolling on P-selectin surfaces. The control liposome (without the 
carbohydrate) had no effect. 

Detail Description Paragraph (172) : 

[0209] Treated animals in the cited studies responded to 400 Tg/kg of sLe.sup.x 
presented as a phospholipid liposome, or 1 mg/kg of the anti-L-selectin monoclonal 
antibody DREG-2 00. In the present experiment, polymerized liposomes are tested in a 
range of about 10-400 Tg of carbohydrate equivalent per kg body weight. An equal 
number of polymerized liposomes made of 100% neutral lipids is given at an equal 
dose (on a per-liposome basis) as vehicle control. To the extent that necrosis 
induced by other types of acute cardiac inflammatory events, such as myocarditis, 
restenosis and deep vein thrombosis, are mediated by similar mechanisms, the 
effective doses established in the cardiac reperfusion model may also be considered 
for these conditions. 
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LOCATION: Surgical Research Laboratory, Harvard Medical School and 



Department of Surgery, Brigham and Women's Hospital, Boston, MA, 02115, USA 

JOURNAL: Transplant. Proc . DATE: 1997 VOLUME: 29 NUMBER: 1/2 PAGES: 
1324-1325 CODEN: TRPPA8 ISSN: 0041-1345 LANGUAGE: English PUBLISHER: 
Elsevier 



5/3/23 (Item 10 from file: 399) 

DIALOG (R) File 399 : CA SEARCH (R) 

(c) 2002 American Chemical Society. All rts. reserv. 
126152793 CA: 12 6 ( 12 ) 152793u PATENT 

P-selectin ligands and related molecules for treatment of inflammatory 
and circulatory disorders 

INVENTOR (AUTHOR) : Seed, Brian; Pouyani, Tara 
LOCATION: USA 

ASSIGNEE: General Hospital Corporation 

PATENT: PCT International ; WO 9700079 Al DATE: 19970103 
APPLICATION: WO 96US10043 (19960611) *US 213 (19950614) 

PAGES: 81 pp. CODEN: PIXXD2 LANGUAGE: English CLASS: A61K- 03 8/02A; 
C07K-014/OOB; C07K- 014/435B; C07K- 014 / 7 05B ; C12N- 015/ 11B ; C12N-015/12B; 
C12N-015/63B DESIGNATED COUNTRIES: AU; BR; BY; CA; CZ ; FI; HU; IL; JP; KR; 
MX; NO; NZ; RU; SI; TR; UA DESIGNATED REGIONAL: AT; BE; CH; DE ; DK; ES; FI 
; FR; GB; GR; IE; IT; LU; MC; NL; PT; SE 
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***U.S. Patents Fulltext 1980-1989 (File 653) 
***Washington Post (File 146) 
***Books in Print (File 470) 
***Court Filings (File 793) 

★★★Publishers, Distributors & Wholesalers of the U.S. (File 450) 
***State Tax Today (File 791) 
***Tax Notes Today (File 790) 
★★★Worldwide Tax Daily (File 792) 

★★★New document supplier*** 

IMED has been changed to INFOTRIE (see HELP OINFOTRI) 



>>> Enter BEGIN HOMEBASE for Dialog Announcements <<< 
>>> of new databases, price changes, etc. <<< 



File 1:ERIC 1966-2002/Dec 13 

(c) format only 2002 The Dialog Corporation 



Set Items Description 



Cost is in DialUnits 
? b 410 

22dec02 10:12:09 User208760 Session D2232.1 
$0.34 0.098 DialUnits Filel 
$0.34 Estimated cost Filel 
$0.34 Estimated cost this search 

$0.34 Estimated total session cost 0.098 DialUnits 

File 410 :Chronolog (R) 1981-2 002/Nov 

(c) 2002 The Dialog Corporation 

Set Items Description 



? set hi ;set hi 
HILIGHT set on as 11 
HI LIGHT set on as ' ' 

? begin 5,73,155,399 

22dec02 10:12:14 User208760 Session D2232.2 
$0.00 0.070 DialUnits File410 
$0.00 Estimated cost File410 
$0.01 TELNET 

$0.01 Estimated cost this search 

$0.35 Estimated total session cost 0.167 DialUnits 



SYSTEM: OS - DIALOG OneSearch 

File 5:Biosis Previews (R) 1969-2002/Dec W3 
(c) 2002 BIOSIS 

*File 5: Alert feature enhanced for multiple files, duplicates 
removal, customized scheduling. See HELP ALERT. 

File 73 : EMBASE 1974 -2 002/Dec W3 

(c) 2002 Elsevier Science B.V. 
*File 73: Alert feature enhanced for multiple files, duplicates 
removal, customized scheduling. See HELP ALERT. 

File 155: MEDLINE (R) 1966 -2002/Nov W3 
*File 155: For updating information please see Help Newsl55. Alert 
feature enhanced with customized scheduling. See HELP ALERT. 

File 399:CA SEARCH (R) 1967 -2 002/UD=13 725 
(c) 2002 American Chemical Society 
*File 399: Use is subject to the terms of your user/customer agreement. 
Alert feature enhanced for multiple files, etc. See HELP ALERT. 



